
omer No.: 07278 Docket No.: 06727/02001 09-USO 


IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re application of: 

Amir Natan et al. 
Serial No.: 10/678,730 
Filed: October 2, 2003 

For: TARGETED RELEASE OF NITRIC OXIDE IN THE CNS CIRCULATION 

FOR MODULATING THE BBB AND TREATING DISORDERS 


August 9, 2004 

INFORMATION DISCLOSURE STATEMENT 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

This Information Disclosure Statement is submitted in accordance with 37 C.F.R. 
1.97, 1.98, and it is requested that the information set forth in this statement and in the listed 
documents be considered during the pendency of the above-identified application, and any other 
application relying on the filing date of the above-identified application or cross-referencing it as 
a related application. 

1. This IDS should be considered, in accordance with 37 C.F.R. 1.97, as it is filed: (Check 
one of the boxes A-D) 

[]A. Within three months of the filing date of the above-identified national application 

or within three months of the entry into the national stage of the above-identified 

international application. 
[X] B. before the mailing date of a first office action on the merits, or a first office action 

after filing a request for continued examination. 
[] C. after (A) and (B) above, but before the mailing date of a final rejection, a notice of 

allowance, or any other action that closes prosecution, and Applicants have made 
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the necessary statement in box "i" below or paid the necessary fee in box "ii" 
below. 

(check one of the boxes "i" and "ii" below:) 

[] i. Counsel states that, upon information and belief, each item of information 
listed herein was either (a) cited in a communication from a foreign patent 
office in a counterpart foreign application not more than three months 
prior to the filing of this EDS; or (b) was not cited in a communication 
from a foreign patent office in a counterpart foreign application and, to the 
knowledge of undersigned after making reasonable inquiry, was not 
known to any individual designated in 1.56(c) more than three months 
prior to the filing of this IDS. 

[] ii. A check for the fee set forth in 1. 17(p), presently believed to be $180, is 
enclosed. 

[] D. after (A), (B) and (C) above, but before payment of the issue fee: Counsel states 
that, upon information and belief, each item of information listed herein was 
either (i) cited in a communication from a foreign patent office in a counterpart 
foreign application not more than three months prior to the filing of the EDS; or 
(ii) was not cited in a communication from a foreign patent office in a counterpart 
foreign application and, to the knowledge of the undersigned after making 
reasonable inquiry, was not known to any individual designated in 1.56(c) more 
than three months prior to the filing of this IDS. 

[] i. A check for the fee set forth in 1.17 (p), presently believed to be $180, is 
enclosed. 

2. In accordance with 37 C.F.R. 1.98, this IDS includes a list (e.g., form PTO/SB/08) of 
all patents, publications, or other information submitted for consideration by the office, either 
incorporated into this IDS or as an attachment hereto. A copy of each document listed is attached, 
except as explained below. 

(check boxes A, B and/or C and fill in blanks, if appropriate.). 

[X] A. Pursuant to the Notice issued by the United States Patent and Trademark 

Office dated July 11, 2003 waiving the requirements of 37 C.F.R. § 

1.98(a)(2)(i), a copy/copies of the United States Patent on PTO/SB08 

is/are not being submitted. 
[] B. Document(s) is (are) deemed substantially cumulative to 

document(s) , and, in accordance with 1.98(c), only a copy of 

each of the latter documents is enclosed. 
[] C. Certain documents were previously cited by or submitted to the Office in 

the following prior applications, which are relied upon under 35 U.S.C. 

120: 

[SERIAL NO. & FILING DATE]. 
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Applicant identifies these documents by attaching hereto copies of the forms PTO-892 and 
PTO/SB08 from the files of the prior application(s) or a fresh PTO/SB/08 listing these 
documents, and request that they be considered and made of record in accordance with 1.98(d). 
Per 37 CFR 1.98(d), copies of these documents need not be filed in this application. 

[] 3. Document(s) are not in the English language. In accordance with 

1.98(c), Applicant states: 

[] An English translation of each document (or of the pertinent portions 

thereof), or a copy of each corresponding English-language patent or 

application is enclosed. 
[] A concise explanation of the relevance of document(s) is found 

in the attached search report (see MPEP § 609 A(3)x). 
[] A concise explanation of the relevance of document(s) is set 

forth as follows: [Insert concise explanation of relevance] 
[] A concise explanation of the relevance of document(s) can be 

found on page(s) of the specification. 

[] A concise explanation of document(s) can be found on the 

attached sheet. 

[] 4. No explanation of relevance is necessary for documents in the English language (see 
MPEP § 609 A(3)). 

[] 5. Other information being provided for the examiner's consideration follows: [A/An 

Search Report, dated , which issued during the prosecution of 

Application No. which corresponds to the present application.] 

6. In accordance with 37 C.F.R. 1.97(g) and (h), the filing of this IDS should not be 
construed as a representation that a search has been made or that information cited is, or is 
considered to be, material to patentability as defined in §1.56 (b), or that any cited document 
listed or attached is (or constitutes) prior art. Unless other-wise indicated, the date of publication 
indicated for an item is taken from the face of the item and Applicant reserves the right to prove 
that the date of publication is in fact different. 
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CROSS REFERENCE UNDER 37 C.F.R. Si .78 TO RELATED APPLICATIONS 

Pursuant to 37 C.F.R. § 1.78, Applicant notes that the above-identified patent application 
may be related to the following U.S. Patent Applications: 

(1) U.S. Patent Application Serial No , filed . 

Early and favorable consideration is earnestly solicited. 


August 9, 2004 



Attorney for Applicants 

DARBY & DARBY P.C. 
805 Third Avenue 
New York, N.Y. 10022 
(212) 527-7700 


-4- 


Docket No. 06727/02001 09-USO 


PTO/SB/08a/b {08-03) 
Approved for use through 07/31/2006. OMB 0651-0031 
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number. 


Substitute for form 1449A/B/PTO 


INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(Use as many sheets as necessary) 


Complete if Known 


Application Number 


Filing Date 


First Named Inventor 


Art Unit 


Examiner Name 


107678,730-Conf. #6109 


October 2, 2003 


Amir Natan 


1616 


Not Yet Assigned 


Sheet 


of 


Attorney Docket Number 


06727/0200109-US0 


U.S. PATENT DOCUMENTS 

Examiner 
Initials* 

Cite 
No. 1 

Document Number 

MM-DD-YYYY 

Name of Patentee or 
Applicant of Cited Document 

Pages, Columns, Lines, Where 
Relevant Passages or Relevant 
Figures Appear 

2 

Number-Kind Code ( S known) 


AA** 

US-5,752,515-B1 

05-19-1998 

Jolesz et at. 



AB** 

US-6.514.221-B1 

02-04-2003 

Hynynen et al. 



AC** 

US-6.312.686-B1 

11-06-2001 

Staddon et al. 



AD** 

US-5,434,137-B1 

06-18-1995 

Black 



AE 

US-5,ooo,41o-d1 

1 1-1 1-1997 

Kozanch et al. 



AF** 

US-5.260.308-B1 

11-09-1993 

Poduslo et al. 



AG** 

US-5.604.198-B1 

02-18-1997 

Poduslo et al. 



AH** 

US-5,670,477-B1 

09-23-1997 

Poduslo et al. 



Al** 

US-5.371.303-B1 

12-06-1994 

Kruper et al. 



AJ** 

US-6,436,437-B1 

08-20-2002 

Yatvin et al. 



AK** 

US-2002/0127198-A1 

09-12-2002 

Rothbard et al. 



AL** 

US-2002/0155173-A1 

10-24-2002 

Chopp et al. 



AM** 

US-6,433,019-B1 

08-13-2002 

Nawa 



AN** 

US-6,117,454-B1 

09-12-2000 

Kreuter et al. 



AO** 

US-5.846.565-B1 

12-08-1998 

Brem et al. 



AP** 

US-6,372,250-B1 

04-16-2002 

Pardridge 



AQ** 

US-2003/0077243-A1 

04-24-2003 

Fitzhugh et al. 



AR** 

US-5.405.919-B1 

04-11-1995 

Keefer et al. 



AS** 

US-2002/0068365-A1 

06-06-2002 

Kuhrts 



AT** 

US-5,994,444-B1 

11-30-1999 

Trescony et al. 



AU** 

US-2002/0049183-A1 

04-25-2002 

Yedgar et al. 



AV** 

US-6,258,780-B1 

07-10-2001 

Soreq et al. 



AW** 

US-6.443.898-B1 

09-03-2002 

Unger et al. 



AX** 

US-5,580,575-B1 

12-03-1996 

Unger et al. 



AY** 

US-2003/0092667-A1 

05-15-2003 

Tachibana et al. 



" Pursuant to the Notice issued by the United States Patent and Trademark Office dated July 1 1 , 2003 waiving the requirements of 37 C.F.R. § 1 .98(a)(2)(i), a 
copy/copies of the United States Patent on PTO/SB08 is/are not being submitted. 


FOREIGN PATENT DOCUMENTS 

Examiner 
Initials* 

Cite 
No.' 

Foreign Patent Document 

Publication 
Date 
MM-DD-YYYY 

Name of Patentee or 
Applicant of Cited Document 

Pages, Columns. Lines, 
Where Relevant Passages 
or Relevant Figures Appear 


Country Code' -Number-Kind Code* (if known) 


BA 

WO-01/85094-A2 

11-15-2001 

Brainsgate Ltd. 




BB 

WO-00/09073-A2 

02-24-2000 

Protein Delivery, Inc. 




BC 

WO-03/039677-A2 

05-15-2003 

Enzrel, Inc. 




BD 

WO-98/22092-A1 

05-28-1998 

The Regents of the University 
of California 




BE 

WO-03/009815-A2 

02-06-2003 

Biomarin Pharmaceutical, Inc. 




BF 

WO-00723102-A1 

04-27-2000 

New York University 




BG 

WO-03/034975-A2 

05-01-2003 

Point Biomedical Corporation 




•EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance and not 
considered. Include copy of this form with next communication to applicant. 1 Applicant's unique citation designation number (optional). 2 See Kinds Codes of 
USPTO Patent Documents at www.uspto.Qov or MPEP 901 .04. 3 Enter Office that issued the document, by the two-letter code (WIPO Standard ST.3). 4 For 
Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 5 Kind of document 
by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 6 Applicant is to place a check mark here if English language 
Translation is attached. 
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T 2 


CA 

Detepine, Laurent, et al., "Plasma Protein Extravasation Induced in the Rat Dura Mater by 
Stimulation of the Parasympathetic Sphenopalatine Ganglion", Experimental Neurology, 
147:389-400 (1997). 



CB 

Hara, Hideaki, et al. p "Parasympathetic Cerebrovascular Innervation: An Anterograde Tracing 
from the Sphenopalatine Ganglion in the Rat", Neurosurgery 32: 822-827 (1 993). 



CC 

Kroll, Robert, et al., "Outwitting the Blood-Brain Barrier for Therapeutic Purposes: Osmotic 
Opening and Other Means", Neurosurgery 42: 1083-1 100 (1998). 



CD 

Sanders, Michael, et al., "Efficacy of sphenopalatine ganglion blockade in 66 patients suffering 
from cluster headache: a 12- to 70-month follow-up evaulation", Journal of Neurosurgery 87: 
876-880(1997). 



CE 

Suzuki, Norihiro, et al., "Selective Electra Stimulation of Postganglionic Cerebrovascular 
Parasympathetic Nerve Fibers Originating from the Sphenopalatine Ganglion Enhances 
Cortical Blood Flow in the Rat", Journal of Cerebral Blood Flow and Metabolism, 10: 383-391 
(1990). 



CF 

Fusco, Bruno M., et al., "'Capsaicin-Sensitive' Sensory Neurons in Cluster Headache: 
Pathophysiological Aspects and Therapeutic Indication", Headache 34:132-137 (1994). 



CG 

Wiesinger, Heinrich, "Arginine metabolism and the synthesis of nitric oxide in the nervous 
system", Progress in Neurobiology, 64: 365-391 (2001). 



CH 

Wang, Peng George, et al., "Nitric Oxide Donors: Chemical Activities and Biological 
Applications", Chem. Rev. 102: 1091-1134 (2002). 



CI 

Toda, Noboru., et al., "Cerebral Vasodilation Induced By Stimulation of the Pterygopalatine 
Ganglion and Greater Petrosal Nerve in Anesthetized Monkeys", Neuroscience, 96(2): 393- 
398 (2000). 



CJ 

Toda, Noboru, et al., "The Pharmacology of Nitric Oxide in the Peripheral Nervous System of 
Blood Vessels", Pharmacol. Rev. 55: 271-324 (2003). 



CK 

Toda, Noboru, et al., "Neurogenic Nitric Oxide (NO) in the Regulation of Cerebroarterial Tone", 
J. Chem. Neuroanat. 10(3-4): 259-265 (1996). 



CL 

Shyamaladevi, N., et al., "Evidence taht nitric oxide production increases y-amino butyric acid 
permeability of blood-brain barrier", Brain Research Bulletin, 57(2): 231-236 (2002). 



CM 

Mayhan, William G., "Nitric Oxide donor-induced increase in permeability of the blood-brain 
barrier", Brain Research 743: 70-76 (1996). 



CN 

Mayhan, William G., "Role of nitric oxide in histamine-induced increases in permeability of the 
blood-brain barrier", Brain Research 743: 70-76 (1996). 



CO 

Mayhan, William G., "VEGF increases permeability of the blood-brain barrier via a nitric oxide 
synthase/cGMP-dependent pathway", Am. J. Phsyiol. 276: C1148-C1153 (1999). 



CP 

Gabikian, Patrik, et al., "Prevention of Experimental Cerebral Vasospasm by intracranial 
delivery of an Nitric Oxide Donor From a Controlled-Release Polymer: Toxicity and Efficacy 
Studies in Rabbits and Rats", Stroke 33: 2681-2686 (2002). 



CQ 

Lang, D.R., et al., "A Controlled NO-Releasing Compound: Synthesis, Molecular Structure, 
Spectroscopy, Electrochemistry, and Chemical Reactivity of R,R,S,S,-trans- 
[RuCI(NO)(cyclam)]2+(1,4,8,11-tetraazacyclotetradecane)", Inorg. Chem. 39(11): 2294-2300 
(2000). 



CR 

Shishido, Silvia Mika, et al., "Thermal and photochemical nitric oxide release from S- 
nitrosothiols incorporated in Pluronic F127 gel: potential uses for local and controlled nitric 
oxide release", Biomaterials 24(20): 3543-3553 (2003). 



cs 

Sershen, S., et al., "Implantable, polymeric systems for modulated drug delivery", Advanced 
Drug Delivery Reviews 54: 1225-1235 (2002). 



CT 

Lavon, liana, et al., "Mass transport enhancement by ultrasound in non-degradable polymeric 
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controlled release systems", Journal of Controlled Release 54: 1-7 (1998). 



CU 

Torchilin, Vladimir, et al., "Structure and design of polymeric surfactant-based drug delivery 
systems", Journal of Controlled Release 54: 1-7 (1998). 



CV 

Rapoport, Natalya, "Stabilization and activation of Pluronic micelles for tumor-targeted drug 
delivery", Colloids and surfaces B: Biointerfaces 1 6:93-1 11 (1 999). 



CW 

Marin, Alexandre, et al., "Drug delivery in pluronic micelles: effect of high-frequency ultrasound 
on drug release from micelles and intracellular uptake", Journal of Controlled Release 84:39- 
47 (2002). 



cx 

Marin, Alexandre, et al., "Acoustic activation of drug delivery from polymeric micelles: effect of 
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CY 

Nelson, Jared L, et al., "Ultrasonically Activated Chemotherapeutic Drug Delivery in a Rat 
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